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(57) Abstract 

An oxazole derivative represented by general formula (I) r a medicinally acceptable salt there f, each 
being excellent in antipyretic, analgesic, antiphlogistic, and particularly selective cyclooxygenase-2 (COX-2) inhibitory 
effects and promising as an antipyretic, analgesic or antiphl gistic agent reduced in side effects such as gastrointestinal 
disturbance. In the said formula, one of R and Ri represents methylsulf nylphenyl, aminosulfonylphenyl or 
alkylaminosulf nylphenyl, and the ther of them represents C3-C7 cycl allcyl which may be substituted by lower 
alkyl, thienyl which may be substituted by lower alky] or hal , or furanyl which may be substituted by 1 wer allcyl or 
halo; and R2 represents lower alkyl. 
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Biophys. Res. Conunun.. 165: 888-894 (1989): Smith. W. L. et al. : Biochim. 
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mm® 1 3 

5- (4-T;; ^;l^-;t/7i-;l/) -4- (5-?oD-2-fx>/i) 
-2-y*JM-*1T/-;u (it: (I) ; R = 5 -?DD-2-fx^;k R, = 
4 -T S ;^^t-^7x-;k R j =/1-Jl) <D£fi5 

Xg9) 4- (5-?OD-2-f;-f^yf;l/) 7x — ;U^;U^>»y f-;U 
(5$ (X) ; R » = 4 - y ht^;b^7i-;k R 4 =5-?nn-2- 

111 0) 4-(5-?oo-2-f;-f;i/^f^)7xi^^^>j|T; K 
(*S (IV) ;R=5-?DD-2-fX-^, R, =T < 7 7;l*xA7xx;l) 
±IBXg9) ?&£>tltc<t&to (3. 8 2«) fc£Uy> (l 5m l) <f\ l 

(20ml) fcflnx.. 1 0 O'CT 71^181 llDSfcLfco * n 5-f K£ff*U 

-e©^a%{I^^+1f> (40ml) , 2 8 HT>*-T# (18ml) £JDX.. 

i. 5i*iBM-c«#Lfc. &i>t. Biif^»«u ttito*is*-cftfr u 

DvFr?^- (*H*llt : 's** > :ftSxf^= 1:2) Tfiimi. £S 
(1 1 6mg) £ff/c 0 
IS 2) 1 - (4-T 5;x^t>xA7ix;0 - 2- (5-7DD-2-f 
i-;U) - 2 -t + 7Xf;l7tr- h (5£ (V) ; R = 5 - ?no- 2 -f-x 
— ;U, R i =7;;xit-^7xx;K R, = /*■;!/) 

±iexgi o) -cftinfc^a d 1 6mg) mmm\ ois2) 

irf^£KLT£®fb£& (1 1 3mg, i«8 2?<i) &m~ 0 

XS3) 5- (4 -T * ;^;P^7x-;l,) -4- (5-?no-2-^ 
x-;u) - 2 (5$ ( 1 ) ;R=5-?dd-2 -fxx;k 

Ri =4-7;yx;^7ix;k R 2 =y^;u) 
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±iaxs2) mztitzit&to o 1 3mg) *jhi^ njfc0u©ig3) t 
mmm 14 

Igl 1) i/^DM>>M>-Wh> (5$ (IV) : R' =*>^n^*i/;K 
Rj'=7x-;U) 

x h 'J7xi^X7^ >'<y*JVJ+ (2. 3 7 g) (2 

6. 8 1g)©l, 2-i>n*^>(5 0ml)i§)l!(i:'>?D^t>* 
;l/ yl/ > o 7 K ( 3 0 . 0 0 g)Ol, 2 - ^ * h *->X* > ( 5 0 m 1 ) 

m^zm*., mmzmfs.T&wes o&mw-rz e :ni:*^^, «#Lfc*<5 

^>^^D7>f K ( 3 5. 0 0g)©i, 2-^n^^x^> (1 00ml) 
8ift£El&JSift©i&K# 1 0*C~1 

&T"C3 0 3\ g&Tl^lBHIftLfco l>Tfifc£L*:&, 
li&U-o *®&. m&®*:Wt&3- : f->\' ( 2 0 0 ml) «U 1 Nt£fi$ ( 1 5 
0 m 1 ) V 2 fc^Tte«fiW* (1 0 0ml) & (50ml) 

3. 0 6 g) 

111 2) i/;a^i/MV^yh>t+i/A (^ (XI) ; R' = ■> 7 o 
Ri' =7x-A/) 

±EIil 1 ) T^fi!tL/c<k^ei ( 4 3. 0 0 g)> t Ya*i/A,T I 
£(16. 2 0 g) &Cfft»f-M*A (2 6. 2 0 g) £x*y-;M2 0 0 

ml) llfctfU 2^lfflfiDiiiiaEt/io fcfcfcSifcu ^s^i^et^x 

(4 0 0ml) (1 00ml) £tN*./Co 1f®@£7k ( 2 0 0 ml) 

RUmmft&ik ( 1 0 0m 1 ) KTftfrU h U *A-Cfc«Lfc. & 

x*/->l, (30ml) T?f IS ■& S c 9 SSI fl:^ ( 
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2 5. 2g, 1R^5 7%) £8fc 0 

Xgl 3) i/^n^+S/^>^;U^ h > 0-T-b^;U^- + ->A (3$ (XII); 
R" =i/;a^->;k R,' = 7x-;k R, = > f-4,) 

±EIS1 2) T-&£ftfc{fc£fc (2 4. 4 0 g) ©fcT'J i>> (7 5m 1 ) & 
(1 6ml) ££STfin;U l#ffflfl!#Lfco *©&. fc&£«BE 
fil&U *©&Sfc£flFl*x?-;i, ( 3 0 0ml) CBffU -ft£ 1 0 9rf£& ( 
10 0ml) #^T* ( 1 0 Om 1 ) s teft&Sfc*^ h 'J^AtK^jK (100 
m 1 ) (5 0ml) T'iSfe^L^o *T«JI h 'J AT' 

Xgl 4) 4 -istra^-yji,- 2-/1-)i- 5 (5$ 
(XIII) ; R' =S/^a^+->;K Ri'=7x-A, R 2 =>f-;U) 

3) -c#bttfcfl;£<ei ( 3 0. 0 0 g) fcftB^HJ^A (15. 

o o g) owm (i5 0mi) sjR*4^rajn^ia3eLfco m%®im 

Sif^ ( 6 0 0ml) &tfzk (150ml) ^fllx.. WM£#«£U * ( 2 
00ml), te^ftTK^hUfATK^jS ( 2 0 0ml) £tftefQ££* ( 1 
0 0ml) vm&'&. &*BSg^H;*AT£«Lfco £SIE£8ES*L/cau 
(9 t o r r) -f S C t K J: 0 £gfb£Ul (15. 2 g. ft* 5 4 %) 

Xgl 5) 5- (4-7;;^/lt.-;Px-4/) - 4 -i/fa^f-i/M,- 2 
- ^ '/-;!/ (iC ( I ) ; R = ->^o^\+->^ % R, = 4 -T i J ZJl 

,t-^7x-;k R 2 =yf-^) 

±f2Xgl 4) T^tl/clk^ (14. 0 Og) lZ9anXJl*>Wl (2 5 

mi) £*&*k mwr, mritzik, 6 o*cT4iifigaii&Lfco sac^a, 

Kfc&m&fcfc ( 3 5 0ml) (Cffl^L^^bieT-rSo «rffl@(*£«J&U & 
ET5 0-CT'l 5l^iaif£j»U &1Sfe@&©ffi£fi£ft (15. 4 2 g) £f#/c 0 
&(^T> C©ffi£fi!c& (7. OOg) *f h7kFD77>(40ml) Clin 
*.> ^SfSffT, 2 8*>T>*-T7K£tHI*.<5o £&T' I Npffiljf # Ufcfc* &HL 
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MU M^Sif^i:iSf»Lfc, cn£* (35ml) 
(3 0ml) T2fefr&, ftf*I»a^M^ATE*bfco «flE£«ES£Lfc&, 

i^;-^(40ml) Tllfefi-rSCirHiOeaiefBOMffc^ (3.3 
1 g, 0«) £f#fco 

H*fc#ll 5 

4 -i/^o^+'>;i/-2 -yf-A>- 5 - (4 -yf-;i/T i ;xw-^7i- 
;u) j*-*-*-/-^ (s£ ( I) ; R = s/?n^*s/;k Ri = 4 -yf-*r 

ill 5) 4-^;o'\+>';i/-2-/f^-5- 
-;l/7i^) (^ ( I ) ; R = i/9n'\*i/n,, R, =4 -yf- 

;i^T;;x^*-^7x-;k R, = y *•;[✓) 
mm\ 4 0111 1) AMI 4) fcHttCLTWfcftfcfcfctt (I. 0 0 g) 

tin&Uio Mufciusu (l o omi ) [zmwhw^mT-r 

(2. 0 7 g) ZMzo 

fc\,*x\ c©&£b!c& (3 o omg) ^yf-^r $ >iMfttt (3 0 Omg) , 

h 'JxfAT i > (0. 6ml) ©^*+-t)-> (2ml) (5ml) <DM 

&®m-m?L. ^tn««ffL/:, ssif^^iiDx., wis®**, in? 

0 Omg> i»5 0*9 £f$/c 0 
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^©^$<k»)*«)^o Bp-fc, (2/*M) SC5h'J^h7r> (5m 

M) ££tfl 0 OmMHJ (pH8) 1 4 0 u 1 ll£f* (20m 

i) . mmm (2 0 iz 1 ) stm®* ( 1 0 u 1 ) £fln*.. «k<«ff L^tt, 2 

4°CT5^ra^l/'i'>+i A i-'>3 >^ffo/c 0 UK. H C77^K>TO( 
1 0 # 1 ) £fln;U 2 4'CTSf&^-*fc^ - 2 0 , Ci:*»l/fcif*i-fA 
/y*y-;U/lM?x>& (30/4/1) 8tt(40jKl) *tn*S::fcK 
,*!)£lS£#it;*1i-/£c 3 0 0 0 r pm"C5^fflS^5 C fcK* Off 

£ftfcx-^;H**JI7l,- MZtWt, xfAi-fA/> ^y-^/ft» ( 
9 0/2/0. 1) TgRJU T5*K>»^6PCH, RCf *©#J5¥%I^©£ 
ft* (A) fcfflHEbfco SfcfcfrfcJD**^**©*!** (B) fefflJU TE 

ES^= ( 1 -A/B) x 1 0 0 

Al^lmg/ml (Cayman Chemical Company^!!) 

S/^Dfr+S/y*- ■ tf- 2©**jttfcLTIik , yy|ftttBr»<fcH^4 0 
OOunits/ml (Cayman Chemical CompanyJtS) 
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Don ry u^ttt^y Mctfcfc (1 0 Omg/kg) £&P8:4 (10ml 





(mg/kg p.o.) 
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> 1 0 0 
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1 0 



^ 9 □ t ^*^£XlitelRT L < Bad y >lg^T'S!fe$ tlX t> «£ 

BPS* #3fei»JHfr&ttli\ a««(iCOX- 2*BL#-r5CtCJ:*J, 16*© N 
COX- 2£&#0-?ttt<ms£*. tt&* 'J tfvf-fSofc 
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1 . -Itta ( I ) 




(I) 



(3;+, RXliR. ©-;£#/*- ;u;uu*x;u 7 xx;u&, 7;;x;i.«7 

STfiSI $ nT t> <fc I 5 Tj'S. 7 © > ? a T ;l<£, ffifcT A,* t 

2. RXiiR. o-^yf;^;i/*i;i'7x-^$xii7i;^;i't.-^7i 
SISI$nTfe«k^f-x-;HST*0, AoRj #.*?-^2£T*>*iff3c©i5ffllU 

3. Ri 7iMf-;i/X;t/*-;l/7x-^2SXIiT J J x;i/*-^7x-^iT*!), 
R^^d^+WI^ 5 -/no- 2 -f-x-;U£XI*5 - y f-*- 2 -f-xx 

5. R, #T $ y XJl*-fr7 *-)l&X&Zffi>li<DmW%z m&ft<»**-*'/ 
wi^$f*XI**©Em±Ifgl,®SEo 

5- (4-yf;^^-;^x-;t') - 2 - y 4 - (4 -t*h s j9 
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4 - i/9 u^rfi-)i- 2 - 5 - ( 4 - y f-jixjit^-Jiy it 

4 -i/9a^>f-)l- 2 5 - (4-)tfAXA*iA7xiA) :* 

4- (2-7'J;U) - 2 - 5 - (4 -^f^t»i^7x-;t) it 

5- (4 -yfAXA^i /I7x-A) - 2- y^;t/-4 - (3-^x-;l) 
5- ( 4 - > f^x;^-;^i-;l) -2 4- (2-f-xx;io 

4- (4-yf^tw;^xi;0 - 2-y^;u-5- (2-^x-HO 
; 

4- (5-?no-2-fxi;l) -2-/f">U-5- ( 4 - /?-JlX>l*— 

5- (5-^oo-2-fi-A) -2-y^;U-4- ( 4 - tl-JlZJl*- 
;l7x-;i) ^-^^-./-^ ; 

5- (4-yf^5h-^7x^) - 2- >f-^-4 - (5-yf-^-2 
-fi-A) ***7-* : 

4- (4 - yf-;t/*/l/*— ^7x-i) -2-^f-^-5- (5-yf-/U-2 

5- (4-7;yxM»-;i'7x-;l) - 4 - */ 9n 2 - i * frit 

: 

5- (4 -T « /X^^-;l/7x-;l/) - 4- (5-?oo-2-fii^) 
- 2 - /*fr**-*V-fr ; 

4 -2/^o^->4/ - 2 - t+fr- 5 - ( 4 — ^ %-frT I J Xfr*—fr7 

fr) zmiitizmxoKmx i«e«© -JU 
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